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Dear Ed and Howard: 

Many thanks f o r  sending your preprint&; t h e  work i s  i n t e r e s t i n g  
and impressive.  I a m  p a r t i c u l a r l y  i n t r i g u e d  by t h e  absence of 
i n f e c t i o u s  DNA i n  t h e  i n f e c t e d  s t a t i o n a r y  c u l t u r e s ;  I got a re-  
p o r t  from Cold Spring Harbor t h a t  chemically-detectably v i r a l  
DNA i s  present  i n  such c e l l s .  Is  t h i s  so? D o  you know anything 
about t h e  s t r u c t u r e  of such DNA? We have some f a i r l y  good evi- 
dence t h a t  S phase i s  requi red  f o r  i n t e g r a t i o n  o f  ASV DNA: 
(If c e l l s  a r e  i n f e c t e d  i n  t h e  presence of BUdR, v i r a l  DNA (heavy- 
heavy) i n t e g r a t e s  i n t o  heavy-light c e l l  DNA bu t  not i n t o  l i g h t -  
l i g h t  DNA.)  
made i n  phase i s  requi red  t o  convert  v i ra l  DNA i n t o  a form which 
i s  " in t eg ra t ab le"  and i n f e c t i o u s .  

Our r e s u l t s  and yours may mean t h a t  some product 

A s  you probably heard from Pe te  Shank, we also f i n d  t h e  p r i n c i p a l  
cytoplasmic form t o  be l i n e a r ,  bu t  apparent ly  with s t i c k y  ends,  
s ince  Hsing-Jien Kung has  found c i r c l e s  when t h e  l i n e a r  f o r m s a c  
spread i n  high sal t .  I n c i d e n t a l l y ,  t h e  re ferences  you c i t e  f o r  
t h e  "long minus-short plus" duplex a r e  not  r e a l l y  appropr ia te  ; 
we've descr ibed the  s t r u c t u r e  i n  two papers  i n  t h e  May J. Virol .  , 
and Gianni, e t  a2 have done so  i n  Nature last  year .  The only 
evidence o t h e r  than  yours f o r  supercoi led  DNA be ing  confined t o  
t h e  nucleus i s  i n  our  ( j o i n t )  J .  Mol. Biol .  paper .  
previous work i s  o f t e n  misquoted ( e .g . ,  i n  David's Nobel l e c t u r e )  
as showing form I i n  t h e  cytoplasm, and Weinberg's s t u f f  never 
addresses  t h e  nucleus s. cytoplasmic i s sue .  Also,  you would be 
doing m e  a personal  favor  by including Ram's Nature paper  as t h e  
primary re ference  on supe rco i l s ;  he i s  q u i t e  s e n s i t i v e  t o  t h e  
omission of t h i s  paper by many au thors .  

I n  f a c t ,  our  

I have rece ived  t h e  
proof of  our  2. Mol. Diol.  paper;  it should appear s h o r t l y  ( i n  
Vol. 105). 

Best regards  , 

Harold E.  Varmus, M.D. 
A s s  o c i at  e Pro f e s so 1" of M i  c rob i o 1 o gy 
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